INTRODUCTION {#sec1-1}
============

Exaggerated placental site (EPS) is defined as a non-neoplastic trophoblastic lesion where middle trophoblasts infiltrate exaggeratedly into endometrium and myometrium. It consists of cells showing the same immunophenotypical features as the intermediate trophoblasts in the normal placental implantation site, and is observed as an exaggerated form of the normal physiological process.[@ref1] These lesions may occur following normal pregnancy, ectopic pregnancy, abortus or molar pregnancy. They are seen in 1.6% of the first trimester abortuses.[@ref2][@ref3] Despite the fact that EPS is non-neoplastic, it may infiltrate prominently into myometrium to generate cordons, and it should be histologically distinguished from the neoplastic lesions, particularly the placental site trophoblastic tumours (PSTT). It is important to make the differential diagnosis as the PSTT cells of the neoplastic proliferation of intermediate trophoblasts and the EPS cells have similar cytological and immunophenotypical features.[@ref4]

CASE REPORT {#sec1-2}
===========

A 26-year-old patient, gravida 3 para 1, applied with delayed menstruation of 6 weeks, and nausea to our clinic. The uterus was found to be 10-week size in pelvic examination, and a 10 × 8 cm heterogeneous mass with solid and cystic fields was seen in uterine cavity by abdominopelvic ultrasonography. No foetal image was noticed. Mole evacuation was planned with a pre-diagnosis of complete hydatidiform mole. Pre-treatment blood beta human chorionic gonadotropin (β-hCG) level was measured to be 279.000 mIU/mL, and no additional signs were found in systemic examination or scanning. The pathology revealed EPS in addition to complete hydatidiform mole \[[Figure 1](#F1){ref-type="fig"}\]. Trophoblastic cells were positive with pancytokeratin (panCK) and high molecular weight cytokeratin (34BE12), but negative with p63 in sites of EPS, whereas the Ki 67 proliferation index was stated to be 2-3%. The patient was followed up with weekly β-hCG measurements after the evacuation. The β-hCG declined to a level of 6700 mIU/mL in the first 4 weeks, but in the following three measurements it increased again. Thereupon, single agent methotrexate was given weekly, and remission was achieved after 3 weeks of treatment.

![Infiltration of middle trophoblasts into myometrial smooth muscle layer (haematoxylin and eosin, 10 ×)](NMJ-55-180-g001){#F1}

DISCUSSION {#sec1-3}
==========

EPS is defined as a non-neoplastic trophoblastic lesion where middle trophoblasts infiltrate exaggeratedly into endometrium and myometrium. It consists of cells showing the same immunophenotypical features as the middle trophoblasts in the normal placental implantation site, and is observed as an exaggerated form of the normal physiological process where the number of these cells are increased.[@ref1] This lesion was formerly defined as syncytial endometritis, but this is neither an inflammatory process nor it is limited within the endometrium. Therefore the term 'Exaggerated Placental Site' has been recommended by the World Health Organisation.[@ref5]

EPS may occur following normal pregnancy, ectopic pregnancy, abortus, or molar pregnancy. There are few reports describing the clinical course of EPS. Cases were reported in English literature following spontaneous abortus, elective abortus, C-section delivery and along with placenta previa, but this is the first case together with complete hydatidiform mole.[@ref1][@ref6][@ref7][@ref8]

The distinction between normal and EPS is subjective because there is no exact information about the proportion and coverage of intermediate trophoblast infiltration in the implantation site in different periods of normal pregnancy.[@ref5] While most of the cells constituting this lesion are the mononuclear intermediate trophoblasts, there are also multinuclear intermediate trophoblasts infiltrating in various rates. Despite the infiltration of intermediate trophoblastic cells, the structure of implantation site is not impaired in most cases. Endometrial glands may totally be covered with trophoblasts but they are not damaged. Similarly, trophoblasts may infiltrate the myometrium without causing any necrosis. However, necrosis and degeneration may typically be seen in desidual vicinity in cases of spontanous abortus. Other signs of pregnancy such as hyalinised spiral arteries, hypersecretory glands and chorionic villi are usually present.[@ref5]

It is important to make the differential diagnosis as the PSTT cells of the neoplastic proliferation of intermediate trophoblasts and the EPS cells have similar cytological and immunophenotypical features. Beside these morphological similarities, as the trophoblasts in early pregnancy have primitive appearances and invade the spiral arteries intensively, classic histological criteria distinguishing a malignant process from a benign one fail to be valid. In our case EPS was seen in areas together with complete hydatidiform mole, and remission in β-hCG levels was not provided following the evacuation of mole. Therefore, there seemed to be a persistent gestational trophoblastic disease in this patient, and it was important to distinguish this case from PSTT.

While a concurrent pregnancy and no mass in the myometrium is helpful for the diagnosis of EPS, it is in favour of PSTT if it occurs months after a term pregnancy or abortus, with presence of a mass in the myometrium.[@ref3] Whereas absence of chorionic villi, presence of mitoses and trophoblastic cells constituting joined masses microscopically support the diagnosis of PSTT, presence of chorionic villi and absence of mitosis in contrast favour the reaction of EPS.[@ref9][@ref10] Cases in which distinction is hard to make, Ki-67 proliferation index is considerably useful. Natural killer cells and activated T lymphocytes are Ki-67 positive. While Ki-67 proliferation index being less than 5% is in favour of EPS, levels more than 5% support PSTT. Ki-67 proliferation index being close to zero despite the excessive trophoblastic infiltration, brings to mind that the number of increasing middle trophoblasts in implantation site is not dependent of *de novo* proliferation.[@ref5]

EPS and PSTT have similar profiles immunohistochemically. Interme diate trophoblasts in implantation site are stained positively with cytokeratin and human placental laktogen (hPL), CD 146 (Mel-CAM), human leucocyte antigen-G (HLA-G) and e-cadherine, whereas they are negative with epithelial membrane antigen and Ber-EP4.[@ref5][@ref9][@ref11][@ref12] Intermediate trophoblasts in the implantation site and the PSTT cells do not express p63. The distinction between the trophoblastic diseases can be done using p63, HLA-G, cytokeratin, hPL and Ki-67.[@ref13] Our case was diagnosed with EPS with p63 being negative, cytokeratin being positive and Ki-67 proliferation index being less than 5%.

RESULTS {#sec1-4}
=======

EPS is a benign trophoblastic lesion and do not require a special treatment or follow-up. It is difficult to distinguish it from PSTT morphologically and immunohistochemically, and Ki-67 proliferation index is recommended for this distinction.

**Source of Support:** Nil

**Conflict of Interest:** All authors have contributed academically and scientifically in this letter, and share the scientific and ethical responsibility of it.
